Eleutherine palmifolia (L.) Merr. (E. palmifolia) is an Indonesian native plant that has the potential to be developed into phytopharmaca. The differences in growth locations are thought to cause variation in the content of metabolite compounds which affect differences in pharmacological activity. This study aims to determine the profile of metabolites E. palmifolia bulb from several regions in Indonesia. The samples were collected from six different locations, namely East Java, Central Java, West Java, East Borneo, Central Borneo, and South Borneo. Sample extraction was carried out using Ultrasonic Assisted Extraction (UAE) method with 96% ethanol. The analysis of the content of metabolites was carried out using UPLC-QTOF-MS/MS with a stationary phase column C18 (Okta Decyl Silica), mobile phase mixture of formic acid /water 0.1/99.9 (v/v), and formic acid/acetonitrile 0,1/99,9 (v/v). The results of the analysis were interpreted using software Masslynx and continued with chemometric analysis using the method Principle Component Analysis (PCA). The results showed that there were differences in the content of the metabolite compounds in E. palmifolia bulb originating from six different regions.
INTRODUCTION
Metabolite fingerprinting is a fast and accurate method to determine the content of compounds contained in a plant extract (metabolome) using chromatographic techniques such as HighPerformance Thin Layer Chromatography (HPTLC), High-Performance Liquid Chromatography (HPLC), Gas chromatography (GC), and Mass spectrometry (MS) (Srivastava et al., 2010) . The metabolite profiling technique can be combined with profiling bioassays such as cytotoxic tests, antimicrobial tests, then linked to the results of multivariate statistical analysis. Using these techniques, efforts to find new compounds can be done quickly and efficiently (Wolfendera et al., 2015) .
Eleutherine palmifolia (L.) Merr., is one of the native plants of Indonesia, especially the island of Borneo, which has the potential to be developed into phytopharmaca. Epalmifolia bulb has long been used empirically for the treatment of several diseases. Similar to the onion group, E. palmifolia bulb is the central part of the bulb (Firdaus, 2006) . E. palmifolia bulb contains secondary metabolites in the form of naphthoquinone and derivatives such as elecanacine, eleutherine, eleutherol, eleuthernone. Naphthoquinones are known as antimicrobial, antifungal, antiviral, antiparasitic, anticancer, and antioxidants (Hara et al., 1997) .
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Other studies have also conducted in Vitro with MTT assay. From this study, it was found that isolates of eleutherinoside A in E. palmifolia bulb which can inhibit α-glucosidase in diabetes mellitus (Ieyama, 2011) .
This study aims to determine the profile of the metabolites E. palmifolia bulb and determine whether there are differences in the composition of the metabolite compounds E. palmifolia bulb based on different growing conditions. The sampling of E. palmifolia bulbs originated from 6 different locations, namely West Java, Central Java, East Java, South Borneo, Central Borneo, and East Borneo. In this study, the metabolite profile of the extract was E. palmifolia bulb analyzed using Ultra Performance Liquid Chromatography -Quadrupole Time of Flight -Mass Spectrum/Mass Spectrometry (UPLC-QToF-MS/MS) which is the best instrument currently for analyzing various compounds. UPLC-QToF-MS/MS is an instrument that combines the physical separation capabilities of liquid chromatography with mass analysis capabilities of mass spectrometry. UPLC was chosen because it has the advantage of being well used for many applications that have very high sensitivity and selectivity (Taleuzzaman, 2015) . The results of UPLC-QToF-MS/MS will be analyzed using principal component analysis (PCA) . PCA is a technique to reduce a lot of data (data grouping) when there are correlations between variables (Rohman, 2009) . From the results of PCA visualization, it can be seen that there is a closeness between objects (samples) and relationships between variables (Taufik, 2007) .
Instrumentation
The instruments used were rotary evaporator (IKA, Ohio, USA), ultrasonic cleaner (Sonica Soltec, Milano, Italy), and Ultra Performance Liquid Chromatography-Quadrupole Time of Flight-Mass Spectrometry (UPLC-QToF-MS) (Waters, Massachusetts, USA).
Methods

Extraction
The simplicia of E. palmifolia bulb from each region is 200 grams. Extraction of samples E. palmifolia bulb using the maceration method with a combination of Ultrasound-Assisted Extraction (UAE) . A sample of 25 grams was dissolved in ethanol 96% 500mL (comparison 1:20) and replicated three times. The collected filtrate is then separated by its solvent using a rotary evaporator. Next, the extract put in the oven at 40 ℃. Metabolite Fingerprinting Eleutherine palmifolia (L.) Merr.
Active Compounds Identification using UPLC-QTOF-MS/MS
The UPLC-QToF-MS/MS analysis used the UPLC-MS system with QToF as an analyzer and positive ESI as an ionization source with columns in the form of Acquity C18, 1.8 µm; 2.1 × 150 mm. The eluent used is a mixture of (A) Water (HPLC grade) / formic acid 99.9 / 0.1 [v / v]; (B) Acetonitrile/ formic acid 99.9 / 0.1 [v / v] with a gradient elution system with the following ratio.
The temperature for Source temperature is 100°C, and desolvation temperature is 350°C. A total of 10 mg of extract sample was dissolved in a 10 ml volumetric flask with absolute methanol which then injected into the UPLC-MS system, carried out three times repetition. Chromatogram data obtained, and the area expressed in percent form. Chromatograms were processed using software Masslynx version 4.1. Component identification based on measured m/z comparisons at Masslynx and m / z calculated on ChemDraw.
PCA Multivariate Data Analysis
Profile data of ethanol extract metabolites 96% E. palmifolia bulb from UPLC-QToF-MS/MS instruments were then analyzed using PCA. The software used in PCA analysis is Minitab version 17. Data obtained from UPLC-QToF-MS/MS entered into Minitab will then be obtained score plot and loading plot. In the score plot, a graph will appear in the form of small circles. The small circles form groups (groups) specific, and each group indicates the existence of closeness between objects (samples). In the loading plot, a graph will appear in the form of lines of different lengths, some pointing to the left (negative) and the direction to the right (positive). The result of loading the plot used is the line that leads to the right only. The longer the path to the right, the more significant the contribution to differences between groups.
RESULT AND DISCUSSION
Results of plant extraction
Extraction of E. palmifolia bulb was carried out to obtain a concentrated extract of tuber bulb E. palmifolia. The method used in this research is ultrasound-assisted extraction. This extraction type was chosen because it has several advantages, including faster than cold extraction methods such as maceration and percolation, safer, and can increase the crude yield of extracts (Handayani, 2016) .
From Table III , it can be seen that there are differences in the percentage of yield from each region. The difference in returns, other than due to the weight of the extract, can also be influenced by several other factors such as the age of the plant, the time and process of harvesting, the variety of plants, the environment where it grows, and the way of processing plants. These factors can make one of the same plant species finally have a different yield value, the content of the compound is different, and will affect its metabolic activity (Ayunda, 2014; Distantita et al., 2009 ). Active Compounds Identification using UPLC-QTOF-MS/MS The content analysis of compounds was E. palmifolia bulb carried out using the UPLC-QToF-MS/MS type ACQUITY UPLC (instrument Waters). The stationary phase used is C18 or ODS (Octa Desil Silica) which is capable of separating compounds with high, medium, and low polarity levels (Aulia et al, 2016) . The mobile phase used is a mixture of formic acid with water 0.1/99.9 (v/v) and formic acid with acetonitrile 0.1/99.9 (v/v) with a gradient elution system, i.e. the ratio of the two solvents changes change every time. The elution results in the next stage will go to the MS detector. The sample that enters the MS system will turn into a grain of water that drips through the needle and will be added by a positive charge because the ion source used is ESI positive. The results of the separation will appear in the form of a chromatogram which can then be processed using the application Masslynk version 4.1so that the m/z spectra can be obtained from each chromatogram peak (Annisa, 2012) . The results of the chromatogram of the extract are E. palmifolia bulb shown in Figure 1 .
Each peak of the chromatogram indicates the presence of one compound. Chromatograms were processed using the application Masslynx version 4.1 so that the m/z spectra could be identified, thus predicting the molecular formula of the result of the interpretation. The prediction of the molecular formula then searched for the name of the compound with the help of the website ChemSpider. When writing the molecular formula to the website of the ChemSpider, the number of molecules H minus 1. This is because the source of the ESI ion positive will add the charge H to the compound in question, so the number of m/z must also be reduced by the actual mass of H at 1, 0078. After obtaining the name of the compound and its structure through the website, compared the measured (measured) m/z with calculated (calculated) m/z by drawing the structure of the compound in question in the application ChemDraw Ultra 12.0 (Skoog, 2004) . If the difference between the two ≤ 0,0005 then it can be stated that the peak belongs to the predicted compound (Brenton, 2010) . The results of the analysis prediction of the active compound on E. palmifolia bulb can be seen in Table IV .
The metabolite profile obtained from the results of interpretation (table IV) is that there are differences in the number and part of the compounds. With details of 40 compounds from the East Java sample, 32 compounds from the Central Java sample, 39 compounds from the West (4aR,7aS,7bS,8R,9R)-9a-Acetoxy-4a,7bdihydroxy-3-(hydroxymethyl)-1, 1, 6, 1b, 4, 4a, 5, 7a, 7b, 8, 9, 4] (Heuberger et al., 2013) . Internal factors that affect the composition of the compound include genetic and physiological variations, while external factors such as geographical conditions (altitude), climate, humidity, light intensity, temperature, nutrient intake, and radiation (Verma and Shukla, 2015) . These factors cause the number of compounds from each sample to be different. Based on these data it is also known that E. palmifolia bulb contains the compound isoliquiritigenin and resveratrol. Previous studies reported that isoliquiritigenin could inhibit the growth of breast cancer cells and inhibit neoangiogenesis and suppress the growth of colon cancer cells in induced mice azoxymethane (AOM) (Takahashi et al., 2004; Wang et al., 2013) . The results of the analysis showed that isoliquiritigenin contained in the sample E. palmifolia bulb originating from East Java. With a retention time of 9,608; Central Java with a retention time of 5.89; West Java with a retention time of 6.074; East Borneo with a retention time of 5.89; and Central Borneo with a retention time of 5.594; in samples from South Borneo no compounds were isoliquiritigenin found. MS spectra of compounds Isoliquiritigenin presented in Figure 2 .
As a result of the spectral analysis have also been found two types of resveratrol in samples E.palmifolia studied were bulb Trans-resveratrol and Oxyresveratrol. from East Java and Central Borneo, no compounds were found trans-resveratrol. Oxyresveratrol was found in samples E. palmifolia bulb from Central Java with a retention time of 7.39; West Java with a retention time of 6,943; Central Borneo with a retention time of 6,988; and South Borneo with a retention time of 6,988. In samples originating from East Java and Central Borneo, no compounds were oxyresveratrol found.
Resveratrol is phytoalexin in the skin of grapes, nuts, and some fruits. It is known for its effects as an antioxidant and anti-inflammatory and inhibits the proliferation of cancer cells (Smoliga et al., 2011) . Resveratrol has successfully inhibited the growth of tumors tested in vivo using several types of cancer, besides that in preclinical studies resveratrol has been shown to improve heart health, reduce blood pressure, and lower blood glucose levels (Singh et al., 2014) .
The spectra of trans-resveratrol and oxyresveratrol MS presented in Figures 3 and 4 .
Analysis PCA Multivariate Data Using Minitab
In simple terms, PCA is a linear transformation to determine the new coordinate system of a dataset. This PCA technique reduces or reduces information on extensive data to be simpler without removing existing information (Syakhala et al., 2015) . PCA visualization results can be displayed through score plots and loading plots. Score plots describe the closeness between objects (samples), while loading plots describe relationships between variables, namely original variables and new variables (Taufik, 2017) . The results of multivariate PCA data analysis E. palmifolia bulb from several locations are presented in Figures 5 and six as follows. Figure 6 . Score plot that shows the existence of compounding groups from the six regions. 
